Four-month-old C57BL/6 mice expressing a truncated protein of the DNA repair gene *Xrcc1* ([@CIT0001]) were treated with the aklyating carcinogen azoxymethane (AOM). Six months later, when tested, more than 90% of XRCC1 mutant mice treated with AOM had abnormal-appearing livers ([Fig. 1](#F0001){ref-type="fig"}b), whereas more than 80% of wild-type littermates had normal-appearing livers ([Fig. 1](#F0001){ref-type="fig"}a). The livers of the mutant mice had a shrunken appearance with a mild to severe irregular surface characterized by nodular lesions uniformly distributed throughout the parenchyma ([Fig. 1](#F0001){ref-type="fig"}b), compared to the appearance of livers from wild-type littermates ([Fig. 1](#F0001){ref-type="fig"}a). Microscopic features of livers from XRCC1 mutant mice treated with AOM were compatible with hepatic lesions associated with chronic toxicity and generally manifested necrosis, hepatocellular hyperplasia, biliary hyperplasia and hypertrophy, and perivascular inflammation ([Fig. 1](#F0001){ref-type="fig"}c). These observations suggest that XRCC1 is a critical protein for responding to alkylating agents and that the XRCC1 mutant mouse would be a good model to study liver disease in association with epigenetic factors such as environmental exposure and diet.

![Liver morphology in mice 6 months after being treated with azoxymethane 10 mg/kg subcutaneously once a week for the first 6 weeks. (a) A normal-appearing liver seen in more than 80% of the wild-type littermates treated with AOM. (b) An abnormal-appearing liver seen in an XRCC1 mutant mouse, which was typical for more than 90% of the mice for this genotype. (c) The typical histological liver lesion in XRCC1 mutant mice manifested severe, diffuse, generalized hepatocellular hyperplasia and hypertrophy with enlarged cytoplasm and marked karyomegaly containing single or multiple large nucleoli and multifocal, moderate to severe, perivascular infiltration of mononuclear lymphocytes and macrophages.](PBA-5-27703-g001){#F0001}
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